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Please insert new claims 22-81, as follows: 



22. l[New) A solid pharmaceutical dosage form adapted for direct oral 
administration across the oral mucosa comprising: 

sa pharmaceutical^ effective amount of an orally administerable medicament; and 
at Racist one saliva activated effervescent agent present in an amount between 
about 5% by weight anSv80% by weight. 

23. (New^The solid pharmaceutical dosage form of claim 22, wherein said 
effervescent agent is present in anSimount between about 20% by weight and 80% by weight. 

24. (New) The s^id pharmaceutical dosage form of claim 22, further 
comprising at least one pH adjusting substaifee. 

25. (New) The solid pharmaceutical dosage form of claim 22, further 
comprising a bioadhesive, wherein said bioadhesr^^ncreases the contact time between said 
dosage form and the oral mucosa. \ 

26. (New) The solid pharmaceutical dosage form of claim 22, further 
comprising a non-effervescent disintegration agent. \ 

27. (New) The solid pharmaceutical dosage foi^n of claim 22, further 



comprising glidants, lubricants, binders, sweeteners, flavoring and coloringvcomponents. 

\ 

28. (New) The solid pharmaceutical dosage form of claim 22, wherein said 
orally administerable medicament is selected from the group consisting of ^algesics, anti- 
inflammatories, antipyretics, antibiotics, antimicrobials, laxatives, anorexics, antihistamines, 
antiasthmatics, antidiuretics, antiflatuents, anti-emetics, antimigraine agents, antispasmodics, 
sedatives, antihypertensives, tranquilizers, decongestants, and beta blockers. 

29. (New) The solid pharmaceutical dosage form of claim 22, wherein said 
orally administerable medicament is selected from the group consisting of peptides, protein^ and 
oligonucleotides. 
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v 30. (New) A solid pharmaceutical dosage form adapted for direct oral 

administration across the oral mucosa comprising: 

£ ^pharmaceutically effective amount of an orally administerable medicament; at 




least one saliva activated effervescent agent present in an amount sufficient to increase 

\ 

absorption of said orally administerable medicament across the oral mucosa; and 

. one or more glidants^ ^lubricants, binders, sweeteners, flavoring, non-effervescent 
disintegration agents or coloring components^ 

31. (New) The solid pharmaceutical dosage form of claim 30, further 
comprising at least one pH adjusting substance. 

32. (New) The solid pharmaceutical dosage form of claim 30, further 
comprising a bioadhesive, wherein said bioadhesive increases the contact time between said 
dosage form and the oral mucosa. 

33. (Nev^^e solid pharmaceutical dosage form of claim 30, comprising a 
non-effervescent disintegration agent selected from the group consisting of microcrystalline 
cellulose, croscarmelose sodium, crospovidon^Gorn starch, potato starch, modified corn starch, 
modified potato starch, bentonite, alginates, agar/^ar, locust bean, karaya, pecitin and 
tragacanth.. 

34. (New) The solid pharmaceutical dosage form of claim 30, wherein said 
orally administerable medicament is selected from the group consisting of analgesics, anti- 
inflammatories, antipyretics, antibiotics, antimicrobials, laxatives, anorexics, antihistamines, 
antiasthmatics, antidiuretics, antiflatuents, anti-emetics, antimigraine agents, antispasmodics, 
sedatives, antihyperactives, antihypertensives, tranquilizers, decongestants, and beta blockers. 

35. (New) The solid pharmaceutical dosage form of claim 30, wherein said 
orally administerable medicament is selected from the group consisting of peptides, proteins and 
oligonucleotides. 
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36. (Nfc^ The solid pharmaceutical dosage form of claim 30, wherein said at 
least one saliva activated efferv&s<^nt agent is present in an amount between about 20% by 
weight and 80% by weight. ^ 

v 37. (New) A method of administering at least one systemically distributable 

pharmaceutical^gent across the oral mucosa comprising: 

\ 

&) providing a solid oral dosage form including 
^ \ 

i. a pharmaceutically effective amount of an orally administerable 

medicament, \ 

\ 

ii v at least one effervescent agent in an amount sufficient to increase 

\ 

absorbtion of said orally suiministrable medicament across the oral mucosa, and 

\ 

iii. a pH adjusting substance in amount additional to the amount 
required for effervescenc^^d^nQunt being tolerable to the subject, wherein said pH 
adjusting substance and \said antaunt thereby are selected to alter pH of a local 

\ 

environment of said medicament to control the relative concentrations of ionized and 
unionized forms of said nrfedicament; anc 

b) placing said solid oral dosageNform in the mouth of a patient so that saliva 
in said patient's mouth activates said at least one effervescent agent in said tablet; and 

c) holding said solid oral dosage form and the dissolving contents of said 
solid oral dosage form in the mouth of a patient wherein said at least one effervescent agent 
promotes absorption of said orally administerable medicament aWoss the oral mucosa. 

38. (New) The method of administering at least Vie systemically distributable 
pharmaceutical agent according to claim 37, wherein said step c) incmdes holding said solid oral 
dosage form and the dissolving contents of said solid oral dosage form^in said mouth adjacent a 
cheek for buccal administration. 



4 
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39. (New) The method of administering at least one systemically distributable 
pharmaceutical agent according to claim 37, wherein said step c) includes holding said solid oral 
dosage fonn and the dissolving contents of said solid_oral dosage formjn said mouth beneath the 
tongue for sublingual administration. 

40. (New) The method of administering at least one systemically distributable 

pharmaceutical agent according to claim 37, wherein said step c) includes holding said solid oral 
dosage form and the dissolving contents of said solid oral dosage form in said mouth between the 

upper lip and gum for gingival administration. 

\ 

\ 

\ 

41 . (^^^--T^eanethod of administering at least one systemically distributable 
pharmaceutical agent Recording to claim^TSsWherein said solid oral dosage form further includes 
a bioadhesive, wherein said t>ioadhesive incre&^es the contact time between said solid oral 
dosage form and the oral mucosa. \ 



\ 



42. (^ew^JnLQonWod of administering at least one systemically distributable 
pharmaceutical agem according to claim 3 VwEerem said solid oral dosage form further includes 
glidants, lubrican/s, binders, sweeteners, flavoring and coloring components. 

43. (New) The method oV administering at least one systemically distributable 
pharmaceutical agent according to claim 37,\wherein said orally administerable medicament is 
selected from the group consisting of analgesics, antiinflammatories, antipyretics, antibiotics, 
antimicrobials, laxatives, anorexics, antihistamines, antiasthmatics, antidiuretics, antiflatuents, 
anti-emtics, antimigraine agents, antispasmodics,\sedatives, antihyperactives, antihypertensives, 
tranquilizers, decongestants, and beta blockers. 

44. (New) The method of administering at least one systemically distributable 

\ 

pharmaceutical agent according to claim 37, wherein said orally administerable medicament is 
selected from the group consisting of peptides, proteins and oligonucleotides. 
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15. (New) The method of administering at least one systemically distributable 
pharmaceutical agent according to claim 37, wherein said at least one effervescent agent is 
present in an amoimt between about 5% by weight and 95% by weight. 

46. \ (New) The method of administering at least one systemically distributable 
pharmaceutical agent According to claim 37, wherein said at least one effervescent agent is 
present in an amount between about 20% by weight and 80% by weight. 

47. (New) The method of administering at least one systemically distributable 

\ 

pharmaceutical agent according to claim 37, wherein said at least one effervescent agent is 
present in an amount sufficient to evolve a gas in an amount between about 5 cm 3 to about 
30 cm 3 . 

48. (New) Tire method of administering at least one systemically distributable 
pharmaceutical agent according t<s^ claim^37>^herein said pH adjusting substance and said 
amount thereof are selecteAo favor the ionized form bf said medicament. 

49. (New)j The mett^d of administer^ at least one systemically distributable 
pharmaceutical agent according to clah^S^^erein^aid pH adjusting substance and said 
amount thereof are selectep to favor the unicuiized form of said medicament. 

50. (New) The method of\dministering at least one systemically distributable 
pharmaceutical agent according to claim 37, whbrein said pH adjusting substance is a base. 

5 1 . (New) The method of administering at least one systemically distributable 
pharmaceutical agent according to claim 37, wherein said base is selected from the group 
consisting of sodium carbonate, potassium carbonate,Vnagnesium carbonate, disodium hydrogen 
phosphate, sodium dihydrogen phosphate, dipotassium hydrogen phosphate, and potassium 
dihydrogen phosphate. 

52. (New) The method of administering \t least one systemically distributable 
pharmaceutical agent according to claim 17, wherein said non\ffervescent disintegration agent is 
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selected ^from the group consisting of microcrystalline cellulose, croscarmelose sodium, 
crospovidone\orn starch, potato starch, modified corn starch, modified potato starch, bentonite, 
alginates, agar, guk^ locust bean, karaya, pecitin and tragacanth. 

^New) The method of administering at least one systemically distributable 

pharmaceutical agent according to claim 37, wherein said medicament is prochlorperazine. 

54. \ 

53. (New) The method of administering at least one systemically distributable 
pharmaceutical agent according^ to claim 37, wherein said amount of said effervescent agent in 
said dosage form is selected to produce between about 5 cm and about 30 cm of evolved gas 

upon exposure to an aqueous environment. 

55. \ 

54. (New) A nigthod^Qf^administering at least one systemically distributable 

pharmaceutical agent across th^jbral mucosa comprising: 

a. providing \a solid oral^dosage form^icluding 

(JjgT^' i. a pkarmaceutically effective aWount of an orally administerable 

\ 

medicament, and 

ii. /at least one effervescent agent present in the amount between 
about 5% by weight akd about 80% by weight; 

b. placing said solid oral dosage form in the mouth of a patient so that saliva 

\ 

in said patient's mouth activates said at least one effervescent agent in said tablet; and 

\ 

c. holding said solid oral dosage form and the dissolving contents of said 

\ . 

solid oral dosage form in the mouth of a patient wherein^said at least one effervescent agent 
promotes absorption of said orally administerable medicamei^across the oral mucosa. 

S3. (New) The method of administering at least one systemically distributable 
pharmaceutical agent according to claim 54, wherein said step concludes holding said solid oral 
dosage form and the dissolving contents of said solid oral dosage form in said mouth adjacent a 
cheek for buccal administration. \ 
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S7. 

J&6. (New) The method of administering at least one systemically distributable 
pharmaceutical agent according to claim 54, wherein said step c. includes holding said solid oral 
dosage forrr^and the dissolving contents of said solid_oral dosage form in said mouth beneath the 
tongue for subungual administration. 

(New) The method of administering at least one systemically distributable 

pharmaceutical agentWcording to claim 54, wherein said step c. includes holding said solid oral 

I tfe dosage form and the dissolving contents of said solid oral dosage form in said mouth between the 

upper lip and gum for gingival administration. 

5#. flfrew) Yhe method of administering at least one systemically distributable 



9s 



pharmaceutical agent according to claim 54,wherein said solid oral dosage form further includes 

\ \\ \ 
a bioadhesive, wherein said bioadhesive increases the contact time between said solid oral 

\ \> 

dosage form and the oral mucosa. \ 

(JjyM. * (New) The method of admimStenng at least one systemically distributable 

pharmaceutical agent according to clair^54, wherein said solid oral dosage form further includes 
glidants, lubricants, binders, sweeteners, favoring and coloring components. 
^* 

60. (New) The method coadministering at least one systemically distributable 
pharmaceutical agent according to claim 54, wherein said orally administerable medicament is 
selected from the group consisting of analgesrbs, anti-inflammatories, antipyretics, antibiotics, 
antimicrobials, laxatives, anorexics, antihistamines, antiasthmatics, antidiuretics, antiflatuents, 
anti-emtics, antimigraine agents, antispasmodics, Sedatives, antihyperactives, antihypertensives, 
tranquilizers, decongestants, and beta blockers. 

64. (New) The method of administering at least one systemically distributable 
pharmaceutical agent according to claim 54, wherein ssud orally administerable medicament is 
selected from the group consisting of peptides, proteins and oligonucleotides. 
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62. (New) The method of administering at least one systemically distributable 
pharmaceutical agent according to claim 54, wherein said at least one effervescent agent is 
present in an amount between about 20% by weight and 80% by weight. 

&$. \ (New) The method of administering at least one systemically distributable 
pharmaceutical agent \ccording to claim 54, wherein said at least one effervescent agent is 
present in an amount sufficient to evolve a gas in an amount between about 5 cm 3 to about 

64. (New) A method of manufacturing a solid pharmaceutical dosage form 

\ 

suitable for direct oral administration across the oral mucosa, said method comprising 

a) mixing a pharmaceutical^ effective amount of an orally administrable 
medicament, at least one salh^K^i^ agent present in an amount from about 
5% by weight to about 80% by weight and at leashqne pH adjusting substance in amount 
additional to the amount required for effervescence; and 

b) using saicftmixture to produce said solid pharmaceutical dosage form. 

65. (New) >The method of claim 645^wh£reirj/said solid pharmaceutical dosage 
further comprises at least on£ bioadhesive. 

66. (New) \The method of claim 6tt, wherein said solid pharmaceutical dosage 

further comprises a non-effervescent disintegration agent. 

W. \ 

67. (New) The method of claim 64, wherein said solid pharmaceutical dosage 

\ 

further comprises one or more glidants, lubricants, binders, sweeteners, flavoring and coloring 
components. 

68. (New) The method of claim 64, wherein said orally administerable 
medicament is selected from the group consisting of analgesics, ^nti-inflammatories, antipyretics, 
antibiotics, antimicrobials, laxatives, anorexics, antihistaminesAantiasthmatics, antidiuretics, 
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antiflatuente, anti-emetics, antimigraine agents, antispasmodics, sedatives, antihyperactives, 
antihypertensives, tranquilizers, decongestants, and beta blockers. 

(New) The method of claim 64, wherein said orally administerable 

medicament is selected from the group consisting of peptides, proteins and oligonucleotides. 

\ 

(New) The method of claim 64, wherein said at least one saliva activated 
effervescent agent is presen^n an amount between about 20% by weight and 80% by weight. 

yi. (New) V method of manufacturing a solid pharmaceutical dosage form 
suitable for direct oral administration across the oral mucosa, said method comprising 

a) mixir 

a pharmaceutically effective amount of an orally administerable 

, \ 

medicament, ft *A 

ii. it least one^WfervescenTagent in an amount sufficient to increase 
absorption of s/id orally administrate medicament across the oral mucosa, and 

iii. a pH adjusting\substance in amount additional to the amount 
required for effervescence, said amountWing tolerable to the subject, wherein said pH 
adjusting substance and said amount thereof are selected to alter pH of a local 
environment of said medicament to control the relative concentrations of ionized and 
unionized forms of said medicament; and 

b) using said mixture to produce said solid pharmaceutical dosage form. 

nz • \ 

^2. (New) The method according to claim 71, wherein said solid oral dosage 
form further includes glidants, lubricants, binders, Weeteners, flavoring and coloring 
components. \ 

7H- \ 

73. (New) The method according to \claim 71, wherein said orally 
administerable medicament is selected from the group consisting of analgesics, anti- 
inflammatories, antipyretics, antibiotics, antimicrobials, laxatives, anorexics, antihistamines, 

10 



Application No. 09/661,693 

antiastlih^atics, antidiuretics, antiflatuents, anti-emtics, antimigraine agents, antispasmodics, 
sedatives, a^tihyperactives, antihypertensives, tranquilizers, decongestants, and beta blockers. 
IS. 

(New) The method according to claim 71, wherein said orally 
administerable m^icament is selected from the group consisting of peptides, proteins and 
oligonucleotides. 

(New) The method according to claim 71, wherein said at least one 

rtvA \. 

■ * ^ffprvfisrpnt a pent is nresentV 



effervescent agent is presenNn an amount between about 5% by weight and 95% by weight. 



v 



7?- \ 

76. (New) The method according to claim 71, wherein said at least one 
effervescent agent is present in anamount between about 20% by weight and 80% by weight. 

7^. (New) Tte methoa^ccording to claim 71, wherein said at least one 
\\ \ 

effervescent agent is present in an\Wnount sufficient^ evolve a gas in an amount between about 
X* 5 cm 3 to about 30 cm 3 . n 

(New) /The method according to claim 71, wherein said pH adjusting 
substance and said amount thereof are selected\o favor the ionized form of said medicament. 

J9. (New)\ The method accofding to claim 71, wherein said pH adjusting 

substance and said amount thereof are selected to favor the unionized form of said medicament. 

\ . 

S6. (New) The method according, to claim 71, wherein said pH adjusting 



substance is a base. \ 

jj-i. (New) The method according to claim 71, wherein said base is selected 
from the group consisting of sodium carbonate, potassiuin carbonate, magnesium carbonate, 
disodium hydrogen phosphate, sodium dihydrogen phosphate^ dipotassium hydrogen phosphate, 
and potassium dihydrogen phosphate. 
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